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John Jenkins, M.D.,

Acting Director

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: NDA 19-676, S-016 <
Nutropin® Pubertal Dosing Supplement -
Amendment to a Pending Application
item 2 - Labeling '
ltem 4 — Chemistry, Manufacturing, and Controls

Environmental Assessment

Dear Dr. Jenkins:

Genentech, Inc. is submitting the enclosed information to our supplement S-016 to
NDA 19-676 for the pubertal dosing regimen of Nutropin [somatropin (fDNA origin)
for injection). For the record, we are submitting an email sent on April 10, 2000
with the final redlined version of the package insert, a clean version of the package
insert, and a fax sent to Ms. Enid Galliers on April 6, 2000, following her request
for an Environmental Assessment for this supplement. A desk copy is provided in
a black'binder for Ms. Crystal King, P.D., M.G.A., Project Manager. The review
copies have been placed in the appropriate colored binders.

An electronic archival copy of this submission on one CD has been submitted
under separate cover to the CDER Central Document Room, according to the
Guidance for Industry—Providing Regulatory Submissions in Electronic
Format—General Considerations. Text is provided in Adobe Acrobat pdf format.
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John Jenkins, M.D.
April 11, 2000
Page 2

For help or information concerning any technical issues associated with the CD
or electronic documents, please contact Mr. Scott Moore at (650) 225-7137 or
Mr. Jan Van Gelder at (650) 225-1558. Please contact Ms. Fiona Cameron,
Senior Manager, at (650) 225-1818, by fax at (650) 225-1397, or by email at
cameron.fiona@gene.com if you have any other questions regarding the content
of the application. We look forward to working with you during your review of this
information. ‘

Sincerely,

!
e LL

Robert L. Garnick, Ph.D.

Vice President '

Regulatory Affairs -

19676-011 sub rer




DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION E"P’%!’ SD“. Apnil 03"0 m
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, p———
OR AN ANTIBIOTIC DRUG FOR HUMAN USE PP LIATION NBER

- (Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT T DATE OF SUBMISSION

Genentech, Inc. April 11, 2000
TELEPHONE NO. (Include Area Code, FACSIMILE (FAX) Number (inciude

( ) (650) 225-1202 (PR (Incluoe Area Code) (650) 225-1397

APPLICANT ADDRESS (Number, Street, c:ry State, Country, 2IP Code or Mai Code, | AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Strest, City, State,
and U.S. License number if previously issued, ZIP Code, telephone & FAX number) IF APPLICABLE

1 DNA Way

South San Francisco, CA

94080-4990

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (! previously issued) NDA 19-676 . S-016

ESTABLISHED NAME (e.g., Praper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
|——somatrxopin (rDNA origin) for infectjon . |
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (I any) CODE NAME (¥ any)
recombinant human growth hormone -
A00IMODS -
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: -
lyophilized Smg vial, 10mg vial subcutaneous injection

(PROPOSED) INDICATION(S) FOR USE:
growth failure due to a lack of endogenous growth hormone

APPLICATION INFORMATION
APPLICATION 1YPE

LTI |

{check one) [ NEW DRUG APPLICATION (21 CFR 314.50) [J ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR pant 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE  [B] 505 (b) (1) O 505 () (2) 0 so7

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCTTHAT IS THE BASIS FOR THE SUBMISSION
Name of Dfug of Approved Application

TYPE OF SUBMISSION
(check one) 0 ORIGINAL APPLICATION X AMENDMENT TO APENDING APPLICATION [ RESUBMISSION
[ PRESUBMISSION " [] ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT [ SUPAC SUPPLEMENT
[ EFFICACY SUPPLEMENT 7] LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT J oTHeR

REASON FOR SUBMISSION copies of email responses

PROPOSED MARKETING STATUS (check one) X} PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT (OTC)
NUMBER OF voLumessusmmTen 1 | THIS APPLICATIONIS (] paPeR (X PAPER AND ELECTRONKC [ ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locaticns of all manufacturing, packaging and control siles for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address. comact, ielephone numbaer, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicale whether the site is ready for inspection or, i not, when it will be ready.

Genentech, Inc.

1 DNA way .

South San Francisco; CA

94080-4990

Croﬁs Ft!lofo)nneu (list reiated Licenss Applications, INDs. NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application,

INDt'.v )

FORM FDA 356h (7/97) Cressed by Electronic Nocwmess ServicewUSDHES (301) 4432434 EF
PAGE 1




This application contains the following items: (Check all that apply)

1. Index

X | 2. Labeliing {check one) (X Dratt Labeling [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))

X | 4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)
B. Sampies (21 CFR 314.50 (e) (1), 21 CFR601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR601.2)
5. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR801.2)
6. Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

. Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)
. Safety update report (e.g. 21 CFR314.50 (d) (5) (vi) (b), 21 CFR 601.2)
10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)
11, Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)
12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (¢))
14, A patent certification with respectto any patent which claims the drug (21 U.S.C 355 (b) (2) or (j) (2) (A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1)) )
17. Field copy certification (21 CFR 314.50 (k) (3)) -
18. User Fee Cover Sheet (Form FDA3397)

19. OTHER (Specify)
CERTIFICATION

1 agree to update tnis application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings. precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA, If this application is approved, | agree to comply with ail applicable iaws and regulations that apply to approved applications,
including, but not limited to the following:

. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.

Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

. Local, state and Federal environmental impact laws.

If thts application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, titte 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFIC OR AGENT TYPED NAME AND TITLE  Robert L. Garmick, Ph.D. DATE
’ /‘**L*L V.P., Regulatory Affairs |april 11, 2000

ADDRESS (Strget, City, State, and ZIP Code) Telephone Number
1 DNA Way, South San Prancisco, CA 94080-4990 (650) 225-1202

NON A WD -

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and compieting and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this coliection of information, including suggestions for reducing
this burden to: -

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and 8
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of - _
Hubert H. Humphrey Building, Room 531-H information uniess it displays a currently valid OMB

200 Independance Avenue, S.W. - control number.
Washington, DC 20201 -

Pl TR his form to thi

FORM FDA 356h (7/97)
PAGE 2
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Item 2: Labeltoc - 1

LABELING SUPPLEMENT (PUBERTAL DOSING): ) ITEM 2
Nutropin® [somatropin (rDNA origin) for injection] NDA 19-676, S-016

2. LABELING: APRIL 11, 2000 AMENDMENT

TABLE OF CONTENTS

Ite Vol™® Page
(labeling\proposed.pdf)
April 10, 2000: Genentech’s Revisions to Package Insert
Based on Comments from Dr. Jenkins..................... 16 1
. April 11, 2000: Clean Package Insert .................c.ccooveveuevirenicrnnn. 1® 31 _
U.S. IND: Nutropin®—Genentech, Inc.
11APR2000

e ————————————————————————————



Item 2:

Subject: Nutropin Revised Pubertal PI
Date: Mon, 10 Apr 2000 18:08:18 -0700
From: Fiona Cameron <cameron2@gene.com>
Organization: Genentech, Inc.
To: Crystal King 301-827-6423 FAX 301-443-9282 <KINGC @cder.fda.gov>,
malozowskis @cder.fda.gov, peristeinr@cder.fda.gov

Nutropin NDA 19-676_S-016 Pubertal Dosing
Dear All:

Further to our conversation today, attached is a redlined version of the
Nutropin package insert showing your requested changes.

We added the mean +/- SD for the mean last measured height for the two
groups as requested. Although the mean heights are adjusted for sex and
it states so in the text, it may not be clear to the reader whether
these values are representative of males, females or some combination of
both. The presentation of the mean difference avoids this issue. We
lock forward to your final decision on this point.

Please let me know as soon as possible whether you are in agreement with
these changes, and we will then prepare the final CD for submission.

Best regards

Proposed -1

Y

Encrypted
and Signed

101

Ficna
Name: 19-6765016redlinedPI_10APR00.doc
D 1 Type: meord File (application/msword)
Encoding: -

11APR20Q00

{




Item 4: Cmctoc y- 1

LABELING SUPPLEMENT (PUBERTAL DOSING): o ITEM 4
Nutropin® [somatropin (rDNA origin) for injection] NDA 19-676, S-016

4. CHEMISTRY: APRIL 11, 2000 AMENDMENT

TABLE OF CONTENTS
item Vol™ Page
7 (cmchenviron. pdf)
April 6, 2000: Fax to Ms. Enid Galliers with
Environmental ASSESSMENt............ocveevoeeeeeeeeereeeeereeneenas 10 1
U.S. IND: Nutropin®—Genentech, Inc. )
11APR2000

______________J



Item 4: Environ - 1

Ganentech, Inc.
G@ncentzsch. Inc

e e

1 DNA Way
South San Franciseo, CA 94080-4990
(650) 225-1000

To: Enid Galliers To:
Fax: 301 443 9282 Fax:
Company: FDA Company:
Dept: DMEDP Dept:
From: Fiona Cameron, Regulatory Affairs
Tel: (650) 225-1818
Fax: (650) 225-1397
Date: 4/6/00
Number of Pages: 2 (including this one)
Reference: Nu i A 19-67 1 Dosi ' -
Dear Enid: _

As you requested, attached is our Environmental Assessment for the Nutropin pubertal dosing
submission. We are requesting a categorical exclusion.

Please let me know if you have any questions, and thanks for your help with this.
Best regards

Fiona Cameron

cameron2@gene.com

IMPORTANT CONFIDENTIALITY NOTICE

The documents accompanying this telecopy transmission contain confidential information belonging 10 Genentech which is legally protected.
The information is intended only for the use of the individual or entity named below. If you are not the intended recipient, you are hereby
notificd that any disclosure, copying, distribution or the taking of any action in reliance on the contents of this telecopy information is strictly
prohibited. If you have received this telecopy in emor, please immediately notify us by telephone to amrange for retum of the telecopied
documents to us. Thank you.

11APR2000




S ltem 4: Environ - 2

NDA LABELING SUPPLEMENT (PUBERTAL DOSING): _ ITEM 4
Nutropin® [somatropin (rDNA origin) for injection] '

4.A.5 Environmental Assessment

DATE OF SUBMISSION
6 April 2000

NAME AND ADDRESS OF APPLICANT/PETITIONER

Genenteciw. Inc.
1 DNA Way
South San Francisco, CA 94080-4990

DESCRIPTION OF PROPOSED ACTION

As specified in regulation at 21 CFR Section 25.15(d), Genentech, Inc. states that .
this NDA supplement for the pubertal dosing regimen of Nutropin qualifies for a -
categorical exclusion from the Environmental Assessment (EA) requirement.
Specifically, under 21 CFR Section 25.31(b), any action on an NDA, abbreviated
application, application for marketing approval of a biologic product or a supplement
to these applications is categorically excluded and ordinarily does not require the
preparation of an EA or an Environmental Impact Statement if the action increases
the use of the active moiety, but the estimated concentration of the substance at the
point of entry into the aquatic environment will be below 1 part per billion.

Using the formula and guidelines provided in Section l1l.A.2. of the Guidance for
Industry — Environmental Assessment of Human Drug and Biologics Applications
(Revision 1; July 1998), Genentech has determined that the estimated concentration
of the substance at the point of entry into the aquatic environment from use will be
below 1 part ber billion. To Genentech’s knowledge, no extraordinary circumstances
exist. -

U.S. NDA: Nutropin®—Genentech, inc.

11APR2000




Yenentech, Inc.

! DNA Way -
South San Frangisco. CA 930804990

165C) 225-1059 . March 30, 2000
FAX. (650} 225-6000

John Jenkins, M.D.,

Acting Director

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: NDA 19-676, S-016 -
Nutropin® [somatropin (rDNA origin) for injection] =
Amendment to a Pending Application—Pubertal Dosing Supplement -
item 2—Labeling T

Dear Dr. Jenkins:

Genentech, Inc. is submitting the enclosed information to our supplement S-016
~ to NDA 19-676 for the pubertal dosing regimen of Nutropin [somatropin
(rDNA origin) for injection). For the record, we are submitting emails that have
been sent to the reviewers during the package insert negotiations. We are also
including the final version of both the redlined and clean package insert showing
the new text. A complete desk copy of all the items is provided in a black binder
for Ms. Crystal King, P.D., M.G.A., Project Manager. The review copies have
been placed in the appropriate colored binders.

In addition, as a Phase IV commitment, Genentech agrees to provide the
following updates for the four-year period following the commercial launch of the
pubertal dose regimen:

¢ NDA Annual Reports (Nutropin and Nutropin AQ)
We will create a subsection of the NCGS update section and use this to
reportthe number of patients receiving a dose greater than or equal to
0.4 mg/kg and discuss any other information available relevant to these
patients. ‘

19676-110 sub rer




John Jenkins, M.D.
March 30, 2000
Page 2

e Periodic Safety Reports (Nutropm and Nutropin AQ)
We will create a section that describes the spontaneous adverse event
reports and the safety information from NCGS for patients receiving greater
than or equal to 0.4 mg/kg dosing, and discusses the safety profile of these
patients as compared to patients receiving doses of less than 0.4 mg/kg
(exciuding Turner Syndrome and Chronic Renal Insufficiency patients).

o Expedited Adverse Event Reports (Nutropin and Nutropin AQ)
We will include an indication that the patient was being dosed at greater than
or equal to 0.4 mg/kg at the beginning of the narrative of any relevant
expedited adverse event reports, and will also include this information in the
cover letter that accompanies each of these reports.

An electronic archival copy of this submission on one CD has been submitted
under separate cover to the CDER Central Document Room, according to the
Guidance for Industry—Providing Regulatory Submissions in Electronic -
Format—General Considerations. Text is provided in Adobe Acrobat PDF =
format. -

For help or information concerning any technical issues associated with the CD
or electronic documents, please contact Mr. Scott Moore at (650) 225-7137 or
Mr. Jan Van Gelder at (650) 225-1558. Please contact Ms. Fiona Cameron,
Senior Manager, at (650) 225-1818, by fax at (650) 225-1397 or by email at
cameron.fiona@gene.com if you have any other questions regarding the content
of the application. We look forward to working with you during your revaew of this
information.

Sincerely,

il d g

Robert L. Garnick, Ph.D.
Vice President
Reguiatory Aftairs

19676-110 sub rer



Genentech, Inc. —

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved. OMB No. 0810-0338
FOOD AND DAUG ADMINISTRATION : Sxpiahon mg’-‘m
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FOA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSICN

March 30, 2000

TELEPHONE NO. (inciuce Area Code)

(650) 225-1302 FACSIMILE (FAX) Number (inckude Aree Coc9)

(650) 325-1397

and U.S. License rumper ¥

1 DNA Way

South San Franclisco, CA
94080-4990

APPLICANT ADDRESS(W Street, w Stize. Cournry. ZIP Code or Mail Code. AUTHORIZED U.S. AGENT NAME & ADDRESS (Numoev, Street, City, State,

ZIP Coon, 10iephone & FAX number) IF APPLICABLE

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (It proviously suss) NDA 19 -676,

$-016

ecombi t

DOSAGE FORM'
lyophilized

ESTABLISHED NAME (8.0.. Prooer name, USP/USAN name) PROPAIETARY NAME (lrace name) iF ANY
in (rDNA jgin) £ inj |

‘ UL ZORLD®
CHEMICALBIOCHEMICALBLOOD PACOLCT NAME (1 amy) CODE NAME (1 any)

th hormone

s;rneno . ROU Mg OF ADMINISTRATION: -
| Sog vul. 10mg vial suocutaneous injection

(PROPOSED) INDICATION(S) FOR USE:

-

APPLICATION INFORMATION

growth failure due to a lack of endogenocus growth hormone

PPLICATION TYPE

nack ane) X NEW DRUG APPLICATION (21 CFR 314.50) ) ABBREVIATED APPLICATION (ANDA. AADA, 21 CFR 314.94)
[ BI10LOGICS LICENSE APP_ICATION (21 CFR parnt 801)

I€ AN NDA. IDENTIFY THE APPROPRIATE TYPE X 505 w) (1) O 503 ®)(@ Q so7

Namae o1 Orug

¢ AN ANDA. OR AADA. IDENTIFY THE REFERENCE LISTED DAUG PRODUCT THAT I8 THE BASIS FOR THE SUBMISSION
Hclder of Anproved Application

TYPE OF SUBMISSION

{Check one) D ORIGINAL APPLICATION [0 AMBNCMENT TO APENDING APPLICATION L7 RESUSMIBSION
] PRESUBMISSION O anruaL REPORT O ESTABLISHMENT DESCAIPTION SUPPLEMENT D) SUPAC SUPPLENENT
(3 ErEICACY SUPPLEMENT 3 LABELING SUPPLEMENY (0 CHEMSTRY MANUFACTURING AND CONTROLS SUPPLEMENT O omen

REASON FOR SUBMISSION

copies of email responses

PROPOSED MARKETING STATUS (check one)

X PRESCRAIPTION PAOOUCT 0 mmmmm

ESTABLISHMENT INFORMATION

NUMBER OF voLuMesSusmmTeo 2 | THIS APPLICATIONIS O3 paREn § rarEr ano BLECTROMC g ELECTRONC

Provide locanons of sl mnnuhmrlm.

4ddress, contact, telephons numbe. WW(CFN) OMF number, and manufsctunng sieps andior type of lesting (8.5. Final dosage form, Stadility testing)
conducied at the site. Plaase INGCEIe Whether NG S48 is ready oV INEPECON 07, if AL, when i will be ready.

and conrol sites 10r drug SUDELaNCe and drug product (COMNUENOn SKORES May be used If NBCesSary). Include name,

Genentech, Ine.

1 DNA Way :
south San Francisco, CA
94080-49950

application)

Cross Refercnces (list reisted Liconse Applications, INDs, NDAs, PMAS. 510(k)s, IDEs, BMFs, and DMFs referenced in the current

INDLJ

IM EDA 386h (7/87)

Cvapead by Flosvtuit Dummsms Surv posUSDINIS: (011 443-3464 eF
PAGE 1



vevveev wG P Tee P o wedlw i@ Fed!

This application contains the following items: (Check all that apply)

1. index

X |2 Labeling (check one) (R Drat Labeiing O Final Printed Labeling

3. Summary (21 CFR 314 .50 (c))

4. Chemistry section

A. Chemistry, manufacturing, and controls Infermation (8.9. 21 CFR 314.50 (g) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR&01.2 (a)) (Submit only upon FDA's request)

C. Methods validaliaiT package (0.9 21 CFR 314.50 (e) (2) (), 21 CFR801.2)

. Nonchinical pharmacology and toxicology section (8.9. 21 CFR 314.50 (¢) (2), 21 CFR601.2)

. Human pharmacokinetics and bloavaliability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

. Clinical data section (8.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2)

S
6.
7. Clinleal Microbiology (e.g. 21 CFR 314.50 () (4))
8
8

. Safety update repon (¢.9. 21 CFR314.50 (d) (8) (vi) (b), 21 CFR 801.2)

10. Statistical section (0.g. 21 CFR 314.50 (d) (6), 21 CFR 801.2)

11. Case report tabulations (e.g. 29 CFR 314.50 () (1), 21 CFR 601.2)

12. Case report forms (8.g- 21 CFR 314.50 {f) (2), 21 CFR 801.2)

13. Patent information on any patent which claims the drug (29 U.$.C. 355 (b} or (c))

14. A patent cortification with respect 1o any patent which claims the drug (21 U.S.C 355 (b) (2) or (j) (2) (A})

15. Establishmant doseription (21 CFR Part 800, if applicable)

18. Debarment certification (FO&C Act 306 (k)(1)) : -

L

17. Fieid copy certtication (21 GFR 314.50 (k) (3))

18. User Foo Cover Sheet (Form FDA 3397) -

19. OTHER (Specity) T

CERTIFICATION .

ugree 10 update this application with new safety information about the product that may reasonably affect the statement of contraindications,
Warnings, peecautions, or adverss reactions in the craft [abeling. { agree 1o submit safety update ropons as provided 16r Dy reguiation or as
requested by FDA. if this spplication s approved, | agree to comply with all applicable [aws and reguiations that apply to approved applications,
inluding, but not limited 10 the foliowing:
. Good manufaciuring practice regulations in 21 CFR 210 and 211, 608, and/or 820.
Biclogical estabiishment standards in 21 CFR Part 600.
Labeling reguiations in 21 CFR 201, 606, 610, 660 and/or 809.
in the case of & prescription drug oc biclogical product, prescription drug advertising reguiations in21 CFR 202.
Reguiations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.98, and 601.12.
Reguiations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
. Local, state and Federal environmental impact laws. _
If this application applies to a drug product that FOA has proposed for scheduling under the Controlisd Substances Act | agree not to market he
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this Submission Nave been review and, 1o the best of my knowledge are cartifted 1o be true and sccurate.
Warning: a wilfully false statomant is a criminal offense, U.S. Code, title 18. section 1001.

-

NOOSsON

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAMEAND MLE  Robert L. Garmick, Ph.D. [DATE
ﬁlj'r [ j ) V.P., Requlatory Affairs |[umarch 30, 2000
ADDRESS (Stwet. Clty. State. and ZIP Code) Teiophone Number
1 DNA Way, South San Prancisco, CA 94080-4990 (650) 225-1202

Public raporting burden for this collection of information is sstimated 10 average 40 hours per responsa, inckuding the time for reviewing
instructions, searching existing dala souwrces, gathering ana maintaining the dala needed, and compieting and reviewing the collection of
i"f:gor;nua;on.':cndcommm regarding this burden estimate or any other aspect of this coltection of information, including suggestions for reducing
is N to:

DHHS, Raports Clearance Otficer An sgency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) porson is not required 10 respond 10, & collection of
Hubert H. Humphrey Building, Room 831-H information uniess i displays 8 currently valid OMB
200 Independence Avenue, SW. control numbey.

Washington, OC 20201 - .

258 R thi

AM FOA 356N (7/87)
PAGE 2
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LABELING SUPPLEMENT (PUBERTAL DOSING): ITEM 1

Nutropin® [somatropin (rDNA origin) for injection] NDA 19-676, $-016

1. INDEX: MARCH 30, 2000 AMENDMENT
item i : Voi™s
APPLICATION FORM 356, .........ooooooovevoeeeeoeeoeoeooeosooseesseeeeeeoeseeseoe @ssnpen 1
COVER LETTER. ......ccoirterieetureriennieeirenressnssressseseanessessonsssssrsanssesannasasssonens (cover.pdf) 19
. IN D XK ..ceeiiiieeiii e eeieirastestrsncanesstteneennesaassessnssssonsttnnennnn e vereenerenaseres (ndatoc.pet)) 1®
2, LABELING.........covvieeereeeeeeeeeesveestesresste e seorssenesvaesneessenen (labelingwbeitocpoy 1
U.S. IND: Nutropin®—Genentech, Inc.
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Mar-30-2000 05:11em  From-GENENTECH +6802251397 T-427 P 007/014  F-281

LABELING SUPPLEMENT (PUBERTAL DOSING): ITEM 2
Nutropin® [somatropin (rDNA origin) for injection] NDA 19-676, $-016

——

2. LABELING: MARCH 30, 2000 AMENDMENT

TABLE OF CONTENTS
Item Vol™ Ppage
(IlbeliﬂOWOPO“d.pdo.

February 10, 2000: Clean and Redlined Package Inserts

Showing Proposed Changes Updated to _

Reflect Final RePOMt. ........c.c.ovveeiereeeeeeereeeen, 1% 1 -
March 22,2000:  FDA's Proposed Label Version............................ 1 58 °
March 22, 2000:  Genentech's Revisions to Label Based on

Discussion of March 22, 2000..............ccccoceermnnene... 10 62

March 23, 2000:  Genentech's Revisions to Label Based on Dr.
: Perlstein's conversation with Dr. Ken Attie of
March 23, 2000, and Phase |V Commitment
PROPOSA ...t cveae st eerresenens 1® 66

March 24, 2000: = Genentech’s Revisions to Label Based on
Discussion of March 24, 2000 and

ANCOVA ANalySes...............cccoovevvereiirinecnnireaeerenens 1@ 69

March 28, 2000: Genentech’s Revisions to Label Based on
» Discussion of March 29, 2000................c.ccoeevunenene. 109 76
March 30, 2000:  Clean and Redlined Final Package Insert................ 109 80

U.S. IND: Nutropin®—Genentech, inc,
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Mar-30-2000 05:11pm  From-GENENTECH +6502251397 T-427 P 008/014 F-281

Subject: Nutropin Pubertal Dosing Submission Q&A
Date: Thu, 10 Feb 2000 07:49:55 -0800
From: Fiona Cameron <cameron2 @gene.com>
Organization: Genentech, Inc.
To: kingc@cder.fda.gov, perlsteinr@cder.fda.gov

Nutropin NDA 19-876, £-016
Responses to Questions asked By Dr. Perlstein om 1/28/00

Dear Dr. Pezrlstein and Crystal:

Attached are Genentech's responses to the Questions Dr. Perlstein asked
Xen Attie on 1/28/00 regarding our Nutropin pubertal dosing submission.
The following files are attached:

Clinical.pdf - this contains the questions and answers ia a .pdf format.

196768016PI_09FEB00.doc - a marked up copy of the package insert inm
Word, showing revisions to the pubertal efficacy information (red text)
which were inadevertantly omitted from the Novemeber update submission,
as well as the new BMD information which was recently approved (blue
text) . .

196768016cleanPI_0SFEB00.d0c - & clsan version of the package insert
also in Wozxd.

Oly"

I propose that we send you our correspondence to this supplement via
smail, and then at the end of the process we can compile the electronic
archival €D with all of the correspoandence, similar to how we did it forx
Nutropin Depot. Please let me know if this is not acceptable.

I expect to have the responses to the questions Sue-Jane had by the end
of this week.

Hope things are going well for you both - please let me know if there
are any problems with this email.

Best regards

Fiona

Name: 19-676S016cleanP]_09FEB00.doc

DW&W& Type: Winword File (application/msword)
Encoding:

Name: 19-6765016PI_09FEB00.doc

DMES_Q&HM * Type: Winword File (application/msword)
) Encoding:

Name: clinical.pdf
[elinicalpdf|]  Type: Acrobat (application/pdf) -
Encoding: .

30MAR2000
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Mar<30-2000 05:11om  From=GENENTECH +65022%1397 T-427 P 009/014 F-291

Subject: 19-676-016 labeling ) A
Date: Wed, 22 Mar 2000 10:49:22 -0500 (EST) ———J
From: "Crystal King 301-827-6423 FAX 301-443-9282" <KINGC @cder.fda.gov> Enerypied
To: "Fiona Cameron" <cameron2 @gene.COM> 1 L

CC: "Crystal King" <KINGC @cder.fda.gov>

Fiona:

Attached is our label version for discussion.

Please call us at 2pm EST
at 301-827-6434.

Thanks,
Crystal
Name: C:MYDOCU~1\ND
DWEW Type: Winword File (appl
Encoding:

\

30MAR2000




Mar-30-2000 05:12em  From-GENENTECH +6502251307 T-427 P.010/014 F-201

Subject: Nutropin NDA 19-676, Pubertal Dosing Package Insert ) a I
Date: Wed, 22 Mar 2000 19:06:47 -0800
From: Fiona Cameron <cameron2@gene.com> f::'g'-" wed
Organization: Genentech, Inc. ‘ =
To: kingc @cder.fda.gov, malozowskis @cder.fda.gov, peristeinr@cder.fda.gov,
wangs@cder.fda.gov, sahlroott @cder.fda.gov

Nutropin NDA 1%-676, 8-016, Pubertal Dosing
Dear All: '

Attached for your review is our revised draft of the package insert
based on ocur discussion today (changes shown in revisions mode). Please
note the following:

Efficacy
Our proposed wording is provided for your consideration.

IGF-1 Levels

We have pzroposed the weighted average method of making the statement
about the number of patients who experienced IGP-I levels above normal.
However, we are willing to discuss this further.

Patients Discontinuing From the Study )

The number of patients listed as having discontinued because they were
satisfied with height is now given as 1l (revised fzromw %) in the 0.7
mg/kg/wk group. After a review of the listiags, two patients were
identified as having cited this as the reason (in additicon to other
reasons which were then given as the discontinuation reason in the
database). These additional two patieats are as follows:

,l

LETEN |

23-703 lists "PT & PARENT SATIS HT" (see page 7 of the amsil submission
to Sue Jane Wang dated 2/10/00, file clinical2.pdf)

159-223 liets “PATIENT WISHES TO STOP THE GROWTH HORMONE THERAPY AS HE
HAS REACRED QUITE A SUBSTANTIAL HBIGHT" (page 9, ibid)

We are confirming management approval of our Phase IV commitment
proposal, and hope to contirm that in writing via email as requested
tomorIow.

Please let me know if there are any problams with the attached file.
Thanks for yeur help, and look forward to talking with you again eon
Friday. ;

Best regards

Fiona

Name: FromGNE032200.doc

DM@E&&Z@M Type: Winword File (application/msword)
Encoding:

C

30MAR2000
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Mar-30-2000 0S:12pm From-GéNENTECH +6502251387 T-427 P 011/014  F-291

Subject: Nutropin Pubertal Dosing Supplement - PI Revisions ’ 3
Date: Thu, 23 Mar 2000 19:06:59 -0800 ——-—J
From: Fiona Cameron <cameron2 @gene.com> f:;"s’?’m
Organization: Genentech, Inc. £

To: Crystal King 301-827-6423 FAX 301-443-9282 <KINGC@cder.fda.gov>,
malozewskis @cder.fda.gov, perlsteinr@cder.fda.gov, wangs@cder.fda.gov,
sahlroott@cder.fda.gov

Nutropin NDA 19-676, S-016 Pubercal Dosing

Dear All:

Further to Dr. Perlstein's telecon with Ken Attie today, we are
providing some additicnal proposals for revisions to the pubertal
dosing section ¢of the Nutropin package insert, attached as a word
document.

We are including our proposed Phase IV commitment in writing as
requested, aleo as a word document.

We look forward to talking with you again tomorrow Friday at 1pm your ,
time (please let me know if there are any changes to this time, as we -
can be flexible). We will call you at 301 827 6434. <

1

Thanks and best regards

Fiona :
. : Name: FromGNE032300.doc
DE&mQNE&lZ&!KLdm Type: Winword File (application/msword)
Encoding: base64
Name: PubPhaseIVCmt.doc
[PubPhaselVCmidoc{  Type: Winword File (application/msword)
Encoding:

i
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Mar-30-2000 05:13om  From=-GENENTECH +6502251397 T-427 P 012/014  F=201

Subject: Nutropin NDA 19-676 Pubertal Dosing Package Insert
Date: Fri, 24 Mar 2000 22:12:10 -0800
From: Fiona Cameron <cameron2 @gene.com>
Organization: Genentech, Inc.
To: Crystal King 301-827-6423 FAX 301-443-9282 <KINGC@cder.fda.gov>,
malozowskis @cder.fda.gov, peristeinr @cder.fda.gov, wangs@cder.fda.gov,
sahlroott@cder.fda.gov

Nutzropin NDA 19-676 Pubertal Desing Supplement §-016

Dear All:

FPurther to our discussion today, attached are the following:
Reviged Package Insert sections (FromGNE032400.d0c¢)

Additional statistical information on ANCOVA analyses £or Dr. Sahlzroot
(ANCOVAdata.doc)

Regarding the request for medians, below is information regazrdiag
perceatage of IGF-I measurements above the normal range for individuals
at various percentiles:

0.3 0.7 =
25%ile 0% (19 _
50%4ile 0% 17% g
75%ile 14 % e :

Look forward to talking to you again at ~11.1%am your time on Monday.
Best regards

Fiona
. Name: ANCOVAdata.doc
DANQQVAdm,m Type: Winword File (application/msword)
Encoding: base64
Name: FromGNE032400.doc
DMQNEQ&?AQQ.QQQ Type: Winword File (application/msword)
Encoding: o

30MAR2000
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Mar-30-2000 05:130m  From-GENENTECH +6502251307 T-427 P 013/014  F-201

Subject: Nutropin Pubertal Dosing - PI Revision
Date: Wed, 29 Mar 2000 18:31:18 -0800
From: Fiona Cameron <cameron2 @gene.com>
Organization: Genentech, Inc.
To: Crystal King 301-827-6423 FAX 301-443-9282 <KINGC @cder.fda.gov>,
maloZowskis @cder.fda.gov, perlsteinr@cder.fda.gov, wangs @cder.fda.gov,
sahlroott@cder.fda.gov

Nutropin NDA 19-676, S-013, Pubertal Dosing Supplement

Dear All:

Attached are the revigsions to the package insert based on our
discussions today. An explanation of some of the edits we made is
provided below.

1. We added age to the table since being an intent to treat analysis,
several subjects who discontinued early were quite young and we are
shewing height and not height SDS.

2. We used SD for mean last measured height because we feel this best
describes the variance of the population in addition to being a
parameter that prescribers are most familiar with. We would be willing
to put the 95% CIl in, although this was deleted elsawhere in the text.

L

3. The use of standardized height in the 2nd ANCOVA analysis gave us a
meaningless result, probably because this introduces a lot of
confounding information. We therefore ran the ANCOVA using just
baseline height and adding sex as a second covariate, which best
approximates the previous ANCOVA whare baseline height was used and the
results were reported by sex. The difference was statistically
significant.

LLTE |

Please let us know when you would like to diascuss this again.
Best regards and thank you for your help

Fiona
. ‘ Name: From GNE032900.doc
[ JFrom GNE032900.doc|  Type: Winword File (application/msword)
Encoding:

30MAR2000
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Mar-30-2000 05:13pm  From=GENENTECK +6502251397 T-427 P.014/014 F=281

Subject: Nutropin NDA 19-676 Pubertal Final Label
Date: Thu, 30 Mar 2000 13:18:17 -0800
From: Fiona Cameron <cameron2 @gene.com>
Organization: Genentech, Inc. _
To: Crystal King 301-827-6423 FAX 301-443-9282 <KINGC @cder.fda.gov>

Nutropin NDA 19-676, S-016 Pubertal Dosing Supplement

Dear Crystal:

Attached per your request are the following:

Clean version of the final package insert for Nutropin, including the
pubertal dosing information that we sent to you on 3/29/00
{19676cleanPI_30MAROO)

Electronic copy of the cover lettar containing our Phase IV commitment
(19676finalcover.doc)

T will fax you the requested information (signed cover letter, ToCs,
Final Label) later today.

Thanks again for your help -
Best regards
Ficna

LTI

Name: 19676finalcover.doc

E]l%léfmlc_o_\&mgg Type: Winword File (application/msword)
. |Encoding:

. Name: 19-6765016cleanPI_30MARO00.doc
[ 719-676S016¢leanPl 30MAROOdoc!  Type: Winword File (application/msword)
Encoding:

30MAR2000




Genentech, Inc.

VDA,

Scumm Som Seamno L

65C, 2237 7

A 5-CE0-4990

March 27, 2000

FAX GET T2 o Ll

A
N

John Jenkins, M.D. NN
Acting Director '
Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: NDA 19-676, S-016
: Nutropin® [somatropin (rDNA origin) for injection]
Amendment to a Pending Application—Pubertal Dosing Supplement
Item 8 - Clinical Section
item 11 — Cas2 Report Tabulations
item 19 - Other

Dear Dr. Jenkins:

Genentech, Inc. is submitting the enclosed information to our supplement S-016
to NDA 19-676 for the pubertal dosing regimen of Nutropin [somatropin

(rDNA origin) for injection). For the record, we are submitting emails that have
been sent to the reviewers in response to their questions with respect to ltems 8
and 11. We are also including complete information regarding investigator
financial disclosure under ltem 19. This section was inadvertently incomplete in
the original submission submitted on June 11, 1999. A complete desk copy of all
the items is provided in a black binder for Ms. Crystal King, P.D., M.G.A,,

Project Manager. The review copies have been placed in the appropriate
colored binders.

An electronic archival copy of this submission on one CD has been submitted
under separate cover to the CDER Central Document Room, according to the
Guidance for Industry — Providing Regulatory Submissions in Electronic

Format — General Considerations. Text is provided in Adobe Acrobat pdf format.

19676-109 sub ss




John Jenkins, M.D.
March 27, 2000
Page 2

For help?r information concerning any technical issues associated with the CD
or electronic documents, please contact Mr. Scott Moore at (650) 225-7137 or
Mr. Jan Van Gelder at (650) 225-1558.

Please contact Ms. Fiona Cameron, Senior Manager, at (650) 225-1818, by fax
at (650) 225-1397 or by email at cameron.fiona@gene.com if you have any other
questions regarding the content of the supplement. We look forward to working
with you during your review of this information.

Sincerely,

P auiaiX —

L . . - M B
'y - | .
- R
\ P P S N A
. Nt T

Robert L. Garnick, Ph.D.
Vice President
Regulatory Affairs

19676-109 sub ss




o

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION Exairanon Sate: Ao 3,?;”232"2
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN AILI'IBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Genentech, Inc. March 27, 2000
TELEPHONE NO. (inciude Area Code FACSIMILE (FAX) Number (Include Area Code,

) (650) 225-1202 {FAX) Number ( ) (650) 225-1397 |

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Cods, | AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): ZIP Cooe, telephone & FAX number) IF APPLICABLE

1 DNA Way

South San Prancisco, CA

94080-4990

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (f previcusly issued) NDA 19-676, S-016

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
A . Nuf in®
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (¥ any) ~
recombinant human growth hormone :
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
lyophilized | Smg vial. 10mg vial subcutaneous injection

(PROPOSED) INDICATION(S) FOR USE:
growth failure due to a lack of endogenocus growth hormone

APPLICATION INFORMATION
APPLICATION TYPE

(check one) X NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
O] BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE  [B 505 (b)(1) 0 505 (b)(2) 0 s07

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application

TYPE OF SUBMISSION )
{check one) (3 ORIGINAL APPLICATION D0 AMENOMENT TO APENDING APPLICATION O RESUBMISSION
[ PRESUBMISSION ) ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 SUPAC SUPPLEMENT
[ EFFICACY SUPPLEMENT [ LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [J oTHER

REASON FOR SUBMISSION copies of email responses

PROPOSED MARKETING STATUS (check one) X PRESCRIPTION PRODUCT (Rx) [ OVER THE COUNTER PRODUCT (OTC)
| NUMBER OF VOLUMES SUBMITTED 1=== ——— THIS APPLICATION IS [J pAPER gpmn AND ELECTRONIC []] ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations ot all manutacturing, packaging and control sites for drug substance and drug product (continuation sheets may be usad if necessary). Inciude name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Genentech, Inc.

1 DNA Way

South San Francisco, CA

94080-4990

Crolss Riefe)rences (list reiated License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMF., and DMFs referenced in the current
application

.

FORM FDA 356h (7/97) Cresesd by Electrome Docurnest ServicewUSDIHS. (301)443-2434  EF
PAGE 1




This application contains the following items: (Check all that apply)

1. Index

. Labeling (check one) [ Dratt Labeling [ Fina! Printed Labeling

2
3. Summary (21-CFR 314.50 (¢))
4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 801.2)

B. Samples (21 CFR 314.50 (e} (1), 21 CFR601.2 (a)) {Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i}, 21 CFR601.2)

Nonclinical pharmacology and toxicology sectibn (e.g. 21 CFR 314.50 (d) (2), 21 CFR601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))

Clinical data section (e.g. 21 CFR 314.50 (d) (S), 21 CFR 601.2)

olo|~v|o|n

Safety update report (8.9. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (8.9. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable) ' =

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR314.50 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

X | 19.OTHER (Specity)

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with ail applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.

. Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.

In the case of a prescription drug or biological product, prescription drug adventising regulations in 21 CFR 202.
Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.98, and 601.12.
Reguiations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

. Local, state and Federal environmental impact laws.

It th»s application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision. -

The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.

Warning: a willfully false statement is a criminal offense, U.S. Coda, title 18, section 1001.

NoosLN =

SIGNARY OF RESPONSIBLE P‘sCIAL OR AG TYPED NAME AND TITLE Robert L. Garnick, Ph.D. DATE
; . V.P., Regulatory Affairs March 27, 2000
ADDRESS (Street. City, State, and ZIP Code) Telephone Number
1 DNA Way, South San Francisco, CA 94080-4990 ( 650) 225-1202

Public reporting burden for this coliection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden ntimato or any other aspect of this collection of information, including suggestions for reducing
this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 independence Avenue, S.W. control number.

Washington, DC 20201

P hig form I ress.

FORM FDA 356h (797)
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Item 1: Ndatoc - 1

LABELING SUPPLEMENT (PUBERTAL DOSING): . ITEM 1
Nutropin® [somatropin (rDNA oi’gin) for injection] NDA 19-676, S-016

1. INDEX: MARCH. 27, 2000 AMENDMENT

item M‘ma
APPLICATION FORM 386h.............coevvveeiiiniiiiieeccccne ererreerieteranraae e (356h.pdf) 10
COVER LETTER........coorirreereenrctrecesineeessneaeesseaneesassassssnassssssasssessanasanns (cover.pdf) 1@
1o INDEX.......iiiicieimicencerereeteneteberscs e rcass s ss s s ees et ssssesssastasenes (nstocpd) 1
8. CLINICALDATA.............ooorrreeteeteereas et tent e, (clinicafclintoc.pd) 19
11. CASE REPORT TABULATIONS ..............coooiireiiereciccene (crtoatasets\datatoc.pa) 11"
19. INVESTIGATOR FINANCIAL DISCLOSURE .............cc.coccneennnen. (other\financ.pof) 103

U.S. IND: Nutropin®—Genentech, Inc.
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Item 8: Clintoe - 1

LABELING SUPPLEMENT (PUBERTAL DOSING): ITEM 8
Nutropin® [somatropin (rDNA origin) for injection] NDA 19-676, S-016

—

8. CLINICAL DATA: MARCH 27, 2000 AMENDMENT

TABLE OF CONTENTS
Ite Vol™ Page
(clinstat\clinical.pdf)

February 10, 2000: Responses to Questions Asked by

Dr. Peristein on 1/28/00 ..............cccocooveveverrenrrennnnn, 19 1
February 10, 2000: Responses to Questions Asked by -

Sue-Jane Wang and Crystal King -

ON 277100 .....ceeei et sentseeseens 1© 54
February 18, 2000: Additional Information Request

from Sue-Jane Wang...............c.ccouvveerereeeevercrcenreennns 10 70
February 29, 2000: Response to Sue-Jane Wang’s Question

Regarding Patients Who Reached Adult Height....... 1® 151
March 2, 2000: Responses to Questions Asked by

Dr. Peristein on 2/25/Q0..............cccoceoveieeivererenreneenen, 1@ 159
March 6, 2000: Responses to Questions Asked by

Dr. Peristein on 3/3/00............c.ccoveereverereverererreeeenen. 109 240
U.S. IND: Nutropin®—Genentech, inc.

27MAR2000
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Item 8: Clinical - 1

Subject: Nutropin Pubertal Dosing Submission Q&A A |
" Date: Thu, 10 Feb 2000 07:49:55 -0800 E 5
From: Fiona Cameron <cameron2@gene.com> a:;'g;‘;:f "

Organization: Genentech, Inc.
To: kingc @cder.fda.gov, perlsteinr@cder.fda.gov

Nutropin NDA 19-676, 8-016
Responses to Questions asked By Dr. Perlstein on 1/28/00

Dear Dr. Perlstein and Crystal:

Attached are Genentech's responses to the questions Dr. Perlstein asked
Ken Attie on 1/28/00 regarding our Nutropin pubertal dosing submission.
The following files are attached:

Clinical.pdf - this contains the questions and answers in a .pdf format.

19676S016PI_09FEBOO.doc - a marked up copy of the package insert in
Word, showing revisions to the pubertal efficacy information (red text)
which were inadevertently omitted from the Novemeber update submission,
as well as the new BMD information which was recently approved (blue
text). .

196768016cleanPI_OSFEBOO.doc - a clean version of the package insert
also in Word.

[T |

I propose that we send you our correspondence to this supplement via
email, and then at the end of the process we can compile the slectronic
archival CD with all of the correspondence, similar to how we did it for
Nutropin Depot. Please let me know if this is not acceptable.

I expect to have the responses to the gquestions Sue-Jane had by the end
of this week.

Hope things are going well for you both - please let me know if there
are any problems with this email.
Best regards

Fiona
Name: 19-676S016¢cleanPI_09FEB00.doc
[119-6765016cleanPl 09FEBOO.doc| - Type: Winword File (application/msword)
Encoding:

Name: 19-676S016PI_09FEB00.doc

DJ&.@J&SQLQELQEEEBM.QS& Type: Winword File (application/msword)
- Encoding: '

‘Name: clinical.pdf

Ds;hnml.ps!.f Type: Acrobat (application/pdf) _
Encoding:

| loft 2/10/00 4:45 PM

TTmMADIAANA
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Item 8: Clinical - 54

Sybject: Nutropin Pubertal Dosing - Sue Jane's Questions A I
Date: Thu, 10 Feb 2000 17:05:01 -0800
From: Fiona Cameron <cameron2 @gene.com>
Organization: Génentech, Inc.
To: kingc @cder.fda.gov

Encrypted
and Signed

Nutropin NDA 19-676 S§-016
Pubertal Dosing

Dear Crystal:

Attached are the responses to the questions that you and Sue-Jane Wang
discussed with me on 2/7/00. If you could forward these to Sue Jane I
would be grateful. Two files are attached:

clinical2.pdf - contains the questions and responses in pdf format

disp380.xpt - a SAS transport file containing a patient disposition
dataset

I hope that these address Sue Jane's questions, we had already prepared
these responses when we got the regquest email from you today. 1If there
is any further clarification needed, please let me know and we will
provide whatever is needed.

LETER |

Best regards
Fiona

Name: disp380.xpt

@,m_sp:_ﬁg_zgp_( Type: application/x-sas-xport
Encoding:

Name: clinical2.pdf

chinjs.alz.mIf - Type: Acrobat (application/pdf)
Encoding: o

loft 2/10/00 5:05 PM

N T A AN

/




Item 8: Clinical - 70
Cenentesi, nc. |

—

Genentesh, ine.
Genentech ne.
Genentech,Inc.
Genentedh, .

Regulatory Affairs Department

One DNA Way

South San Francisco, CA 94080-4990
(650) 225-1915

TWX: 9103717168

FAX: (650) 225-1397

FAX COVER SHEET

FAX NUMBER: (301) 443-9282
DATE: February 18, 2000
TO: Crystal King, P.D.,, M.G.A  (301) 827-6423

FROM: | Shawn McLaughlin, M.B.A., Regulatory Affairs  (650) 225-1915

[RTR |

NUMBER OF PAGES: 68 (including this page)

IMPORTANT CONFIDENTIALITY NOTICE
The documents accompanying this telecopy transmission contain confidential information belonging to Genentech which
is legally protected. The information is intended only for the use of the individual or entity named below. If you are not
the intended recipient, you are hereby notified that any disclosure, copying, distribution or the taking of any action in
reliance on the contents of this telecopy information is strictly prohibited. If you have received this telecopy in error,
please immediately notify us by telephone to arrange for return of the telecopied documents to us. Thank you.

Dear Crystal:

Please reference our Nutropin® Supplement for Pubertal Dosing, NDA 19-676, S-016, and Sue-Jane
Wang’s 2/13/00 request for additional information. Attached is a copy of the information we
FedEx’d to her this afternoon. She specifically requested that the information be sent directly to
her, to arrive tomorrow.

As previously discussed, we will prepare and submit an update to the electronic, archival file for
NDA 19-676, S-016 this coming week, which compiles all the most recent requests from review
activities.

Best regards,

Jenior Assocxate
Regulatory Affairs




Aenentech, Inc.

I DNA Way

Item 8: Clinical - 71

February 18, 2000

Souih San Francisco. CA 94080-4990
1650} 225-1000
FAX: (650} 225-6000

- Rockville, MD 20857 -

Sue-Jane Wang, Ph.D.

Senior Statistician

Center for Drug Evaluation and Research
Food and Drug Administration

PKLN 9B07, HFD-715

5600 Fishers Lane

"

Subject: NDA 19-676, S-016
Response to request for information

vy

Dear Dr. Wang:

Reference is made to our Supplemental New Drug Application, NDA 19-676,
S-0186, for Nutropin® [somatropin (rDNA origin) for injection], submitted

June 11, 1999, providing clinical data to support the addition of a higher pubertal
dose for pubertal patients being treated for growth failure due to a lack of
adequate endogenous growth hormone secretion. Additionally, the Final report
for this study was submitted November 19, 1999. This document provides the
additional information as specified in your February 13, 2000 request, and as
discussed in our teleconference on February 16.

(1) SAS dataset of disp380.xpt and prim380b.xpt, both with the extrapolation
indicator (requirement of bone age to be extrapolated to the date of subjects'
last measured height).

(2) An annotated CRF with SAS variable names listed in the three files
submitted (pAm_380.xpt, sec_380.xpt, else_380.xpt) and those variables
used for analyses in Section 5 up to 5.3 (p.29-p.46) of the NDA jacket
52.1. - ]

(3) Statistical analysis outputs along with statistical tests (not data
listings) for Figures 1 to 8 in the fext and Tables 3 to 7 in Appendix.

Enclosed is a paper copy of the document as well as.a zip disk containing data
files. As previously agreed upon by Ms. Crystal King, Project Manager, we will
follow-up with submission of a compiled update to the archival electronic



Item 8: Clinical

supplement 19-676, S-016 that includes all the most recent responses for
information.

We hope you find this information helpful and sufficient for your needs. If you
require anything further, please contact me at (650) 225-1915, fax: (650) 225-
1397, or intemet: shawn @gene.com.

Sincerely,
— s
‘,3/ ‘./ - ‘\‘ 7 "v ——""
| // / ,:
Shawn D. McLaughlin 4

Senior Associate
Regulatory Affairs

cc: Crystal King, P.D., M.G.A.

72
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Re: [Fwd: Re: Nutropin Pubertal Dosing)

1of2

Subject: Re: [Fwd: Re: Nutropin Pubertal Dosing]
Date: Tue, 29 Feb 2000 14:26:49 -0800
From: Joyce Baptista <baptista@gene. COM>
Organization: Genentech, Inc.

To: WANGS @cder.fda.gov ,

CC: Peggy Wooster <wooster@gene.COM>, shawn @gene.COM, KINGC @cder.fda.gov,
Fiona Cameron <cameron.fiona @gene.COM>, Scott Moore <moore.scott@ gene.COM>,
"attie.kenneth” <attie.kenneth@gene.COM>

Ms. Wang,

We spoke on a telecom not long ago regarding the Nutropin pubertal dosing
submigssion. I am the statistician who worked on the interim report for
M0380g. Your last email was forwarded to me. Attached is my response. I
hope you find it helpful. 1If vou have any questions please let us know.
Thank you.

JB

Peggy Wooster wrote:

-

3/1/00 8:15 AM

MR ra mANAA

> —cmeeea- Original Megsage --------

> Subject: Re: Nutropin Pubertal Dosing

> Date: Mon, 28 Feb 2000 11:52:31 -0500 (EST)

> From: "Sue Jane Wang 301-827-7435 FAX 301-827-5875" <WANGS®cder.fda.gov>
> To: "Fiona Cameron” c<cameron.fiona@gene.COM>, "Peggy Wooster"

> <wooster.peggyégene.COM>

> CC: “Shawn McLaughlin" <shawn@®gene.COM>, "Crystal King"*

> <KINGCe@cder. fda.gov>

>

> Hi Fiona and Peggy,

> .

> I just sent an email to Shawn and learned that he won't be in until

> March 1, 2000. So, I am forwarding the email to you both.

>

> If you have any questions, I can be reached at (301)827-3089.

>

> Thanks, Sue-Jane

>

3 e m e mmeeeemememeeemmemeeeemccee-ememeeaceceemmeneeesse-mmceseessm—oes
>

> Subject: Re: Nutropin Pubertal Dosing

> Date: Mon, 28 Feb 2000 11:46:25 -0500 (EST)

> From: "Sue Jane Wang 301-827-7435 FAX 301-827-5875" <WANGS@cder.fda.gov>
> To: "Shawn MclLaughlin® <shawn@gene.com>

> CC: "Crystal ‘King*® <KINGC@cder.fda.gov>

>

> Shawn,

S -

> There were 13 subjects who reached the adult height.

> -
> Please provide the following information today if possible.

> -

> (1) patient IDs of these subjects.

>

> (2) sample size, mean, median, sd, range of baseline height and adult

> height for the low dose and high dose separately.

>

> Thanks,
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Re: [Fwd: Re: Nutropin Puberial Dosing)

> .
~ > Sue-Jane

Name: Sue Jane Wang 2.doc
DS Jane Wang 2. Type: Winword File (application/msword)
Encoding:
Download Status: Not downloaded with message
20f2 3/1/00 8:15 AM
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Item 8: Clinical - 159

Subject: Nutropin Pubertal Dosing NDA 19-676 S-016 Q& A ;

Date: Thu, 02 Mar 2000 19:05:09 -0800 ;@-;_J

From: Fiona Cameron <cameron2@gene.com> f::‘g?’“:i
Organization: Genentech, Inc. . Lol

‘To: kingc@cder.fda.gov, perlsteinr@cder.fda.gov

Nutropin NDA 19-676, S-016 Pubertal Dosing
Responses to Questions asked by Dr. Perlstein on 2/25/00

Dear Dr. Perlstein and Crystal:

Attached are Genentech's responses to the questions Dr. Perlstein asked
Ken Attie on 2/25/00 regarding our Nutropin pubertal dosing submission.
The following files are attached:

clinical_3.pdf (Questions derived from telephone call and our
responses)

Table_02.doc (Word table as requested, also provided as .pdf in response
to Question 4)

Please let me know if you have any problems with these files.
Thanks and best regards
Fiona

"

LETHR |

R ‘ Name: clinical_3.pdf
[ clinical 3.pdf] . Type: Acrobat (application/pdf)
Encoding:

. Name: Table_02.doc _
[]Iahum Type: Winword File (application/msword)
Encoding:

3/2/00 7:14 PM
27M2R20CC
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Subject: Nutropin Pubertal Dosing NDA 19-676, S-016 Q&A a
Date: Mon, 06 Mar 2000 18:36:10 -0800 ' ——J
From: Fiona Cameron <cameron2@gene.com>
Organization: Genentech, Inc.
To: kingc@cder.fda.gov, peristeinr@cder.fda.gov

Encrypted
and Signed

Dear Crystal and Dr. Perlstein:

Attached below are Genentech's responses to two questions asked by Dr.
Perlstein on 3/3/00. v »
Best regards

Fiona

Nutropin Pubertal Dosing Submission, NDA 19-676, S-016
Responses to Dr Perlstein’s Questions from 3/3/00 Telecon

1. When were the pretreatment growth rate measurements performed?

Previous height and date measured were recorded on the screening visit
Case Report Form, which stipulates “at least 6 months prior to
enrollment” (refer to submission dated November 19, 1999, page 444).
For the 97 subjects enrolled, the range of days from date of previous
height measurement was actually 70 to 511 days (mean 296 days) which is
close to the range used in the Nutropin Depot study of 60 to 425 days.
For the 3 patients in the pubertal dosing study whose previous height
date was less than 5 months, the previous growth rate was set to
*missing” and hence n=94 for previous growth rate in Table 4 -
Demographics and Baseline Characteristics of the November 19, 1999
submission, page 32. Annualized baseline growth rates were calculated.

"

Ty

2. Were patients with the following disorders/concomitant medications
excluded from the study:

Diabetes mellitus

Hypothalamic pituitary tumors diagnosed within one year of enrollment
Allergy to components of the drug

Known bleeding disorder

Current treatment with methylphenidate or cryptoheptadine

A review of the baseline adverse events patient listings indicates that
no patients with diabetes mellitus or known bleeding disorders entered
the trial. With respect to pituitary tumors, one of the exclusion
criteria was “patient has a history of malignancy diagnosed and/or has
been treated within the past year” (refer to screening CRF in the
submission of November 19, 1999, page 443). Although allergy to
components of the drug was not a specific exclusion criterion, no
allergic reactions to the drug were noted. Patients being treated with
methylphenidate (Ritalin®) or cyproheptadine (Periactin®) were permitted
to be included in the study, as many adolescents are treated with these
drugs and this facilitated recruitment.

Tof 3/6/00 6:37 PM |

27MAR200C i
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Solomon Sobel, M.D.
POirector

fiDivision of Metabolic and

RECD
NOV 23 1999

%" Endocrine Drug Products, HFD-510 ‘% HFD-510 §
jCenter for Drug Eval.ue.ltion .and Research qy'\/o/VAND?\"&
¥ood and Drug Administration

gAtn: Document Control Room, 14B-03
R5600 Fishers Lane - -
FiRockville, MD 20857 ‘

¥-Subject: NDA 19-676, S-016
N Nutropin® [somatropin (rDNA origin) for injection]
sl Labeling Supplement — Pubertal Dosing

v 3

X Safety Update/Final Report

% Dear Dr. Sobel:
-Reference is made to our Supplemental New Drug Application, NDA 19-676,

¥ 8-016, for Nutropin® [somatropin (rDNA origin) for injection], submitted on

5 June 11, 1999, providing clinical data to support the addition of a higher dose for
e pubertal patients being treated for growth failure due to a lack of adequate

g. éndogenous growth hormone secrstion. In accordance with 21 CFR

% 314.50(d)(5)(vi)(b), this submission provides the “four month” safety update.

¥ in addition, this submission contains Patent Information (Item 13) and Patent

. "; Certiﬁcation (item 14), which was not included in the original supplement, but
' ‘was subsequently requested by the Agency. ~

AR
e

f,’As agreedto in a telephone conversation with Ms. Crystal King, FDA Project
4 Mgnager, on September 15, 1999, the Final Report for study M0380g: A Phase
ALK Randomized, Multicenter Study of Nutropin Treatment at Two Dosage Levels

E+in Pubertal Children with GHD, is being submitted as the Safety Update for this
. labeling supplement.

RN

_ 1“78-105 sub sg

-

.



Solomon Sobel, M.D.
November 19, 1999
Page 2

As this is a final report, both the efficacy and safety sections have been updated
to include complete data for the study. As such, all sections of the interim report,
submitted with the original application NDA 19-676, S-016, can be considered
superseded by this final report. Since the major efficacy outcomes are
essentially the same as discussed in the interim report, this is not intended as a
submission of new efficacy data, as discussed with Ms. King.

Please note that in a few instances, the number of subjects with certain adverse
events are less compared to the interim report. These changes are due to the
following corrections to the database: 1) Four subjects with added baseline
information resuiting in event no longer being emergent. 2) Two subjects with
correction of AE severity resulting in no change from baseline. 3) One subject
with corrected mapping of AE to COSTART term. 4) One subject with correction
(deletion) of AE.

This submission does not contain revised labeling, as the data collected during '7/
the update period is consistent with that seen earlier in the trial, and with the -
current draft labeling. :

An electronic archival copy of this submission on CD-ROM has been submitted
to the CDER Central Document Room, according to the Guidance for Industry-
Providing Regulatory Submissions in Electronic Format- General Considerations.
Text is provided in Adobe Acrobat pdf format. Patient listings and datasets are
provided in electronic form only. The CD has been checked for computer viruses
using Norton AntiVirus for Windows NT Workstation 5.01.01a (with virus
definitions dated 9/22/99), and is hereby certified to be virus-free.

Should you have any further questions regarding this submission please contact
Mr. Shawn McLaughlin of my staff at (650) 225-1915.

Sincerely,

Ak A

Robert L. Garnick, Ph.D.
Vice President
Regulatory Affairs

19676-105 sub ss )
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Genentech, Inc.

" ’ ' August 11, 1999

Solomon Sobel, M.D.
Director
Division of Metabolic and

Endocrine Drug Products, HFD-510
Center for Drug Evaluation ard Research
Food and Drug Administration
Attn: Document Control Room, 14B-03
5600 Fishers Lane
Rockville, MD 20857

Subject: NDA 19-676, S-016
Nutropin® [somatropin (rDNA origin) for injection]
Labeling Supplement — Pubertal Dosing
Request for Waiver of Requirement to Conduct Pediatric Studies
[21CFR 201.23(a)}

Dear Dr. Sobel:

Reference is made to our Supplemental New Drug Application, NDA 19-676,
S-016, for Nutropin® [somatropin (rDNA origin) for injection], submitted on

June 11, 1999 providing clinical data to support the addition of a higher pubertal
dose for pubertal patients being treated for growth failure due to a lack of
adequate endogenous growth hormone secretion.

Further to a telephone conversation with Crystal King of your office, and in
regard to the FDA Final Rule: Regulations Requiring Manufacturers to Assess
the Safety and Effectiveness of New Drugs and Biological Products in Pediatric
Patients, we are requesting a waiver from the requirements of 21CFR 201.23(a),
under subpart (c)(1), on the basis that adequate pediatric studies have already
been performed with Nutropin.

19676-099 sub ss



Solomon Sobel, M.D.
August 11, 1999
Page 2

The studies already performed in pediatrics include:

+ Studies 86-061 and 87-070 in NDA 19-676, for pediatric growth hormone
deficiency.

e Studies 87-069, M0079g, and M0221g in NDA 20-168, for growth failure
associated with chronic renal insufficiency.

- o Study 85-044 in NDA 20-656, for short stature associated with Turner
syndrome.

e Study M0380g in INGfor pubertal dosing in pediatric growth hormone
deficiency.

o Phase |V study am—

Should you have any further questions regarding this submission please contact _
Mr. Shawn McLaughlin of my staft at (650) 225-1915. T

Smcerely,

Robert L. Garnick, Ph.D.
Vice President
Regulatory Affairs

18676-099 sub ss : *




Form Approved: OMB No. 0910-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: April 30, 2000
FOOD AND DRUG ADMINISTRATION See OMB Staterment on iast page.
APPLICATION TOB?AAHKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE TPLCATON N
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Genentech, Inc. August 11, 1999
TELEPHONE NO. (Inciude Area Code) - FACSIMILE (FAX) Number (inciude Area Code)
(650) 225-1202 " (650) 225-1397
APPLICANT ADDRESS (Numbor smm City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Srreet, City, State,
U.S. License number if previously issued, ZIP Code, telephone & FAX number) IF APPLICABLE

1 DNA Way
South San Francisco, California, USA 94080-4990
License 1048

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issusd) NDA 19-678, S-016
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trace name) |F ANY
somatroglln (rDNA oﬂgin! for In%‘ n Nutropin®
CHEMICAL/BIOCHEMICAL/BL U AME (If any) CODE NAME (/f any)
recombinant human growth hormone -
DOSAGE FORM: S N : ROUTE OF ADMINISTRATION:
jection

A

lyophilized Smg vial,10mg vial "~ | subcutaneous in
(PROPOSED) INDICATION(S) FOR USE:
growth failure due to a lack of endogenous growth hormone

SPLICATION INFORMATION

l||‘

“ A TYP
(cﬁfc"k'%n;'ON E W NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21CFR 314.94)
0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA. IDENTIFY THE APPROPRIATE TYPE & 505 (b) (1) 0 505 (b) (2) Q 57
IF AN ANDA, OR AADA. IDENTIFY THE REFERENCE LISTED DHUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Orug ider of Approved Application
TYPE OF SUBMISSION
{check one) O ORIGINAL APPLICATION 0 AMENDMENT TO A PENDING APPLICATION O RESUBMISSION

1 PRESUBMISSION 01 ANNUAL REPORT 0 ESTABLISHMENT DESCRIPTION SUPPLEMENT 0 SUPAC SUPPLEMENT

0 EFFICACY SUPPLEMENT O LABELING SUPPLEMENT @ CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT @ OTHER

REASON FOR SUBMISSION
Request for Waiver of Requirement to Conduct Pedistric Studies
PROPOSED MARKETING STATUS ({check one) @ PRESCRIPTION PRODUCT (Rx) 0 OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED _____ 1 __ | THISAPPLICATIONIS  m PAPER 0 PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION

Pmmmmofammmmdmwmmum and drug product (continuation used if necessary). Include name,
address. contact, telephone number, registration number (CFN), DMF nunur mhm.w andlor of testing (e.9. Final dosage form, Stability testi
con:r!uctedatmesite. Please indicate thuiteis&ady e m'(@ ' fy testing)
GENENTECH, INC. -

1 DNA WAY
‘| SOUTH SAN FRANCISCO, CALIFORNIA 94080-4990

-

—orF:‘efo;oncu(lmnmmmmmnmmmmmmmmmhmw
plication

FORM FDA 356h (7/97) Craated by Elecyonic Document ServicstUSDHHS: (301) 443-2454 EF
PAGE 1

NN e



This application contains the following items: (Check all that apply)

1. Index

2. Labeling (check one) [ Dratt Labeling O Final Printed Labeling

3. Summary (21 CFR 314.50 (¢))

4. Chemistry Section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA'’s request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 2t CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment centification (FD&C Act 306 (k) (1))

17. Field copy centification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify) -

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions. or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as

including, but not limited to the following:

. Good manufacturing practice regutations in 21 CFR 210 and 211, 608, and/or 820.

Biological establishment standards in 21 CFR Part 600.

. Labeling reguiations in 21 CFR 201, 606, 610, 680, and/or 809.

. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regutations on reports in 21 CFR 314.80,314.81, 600.80 and 600.81.

. Local, state and Federal environmental impact laws.
iftmsapph-uonapphestoadmgmuMmemhmmumsmwlqmnﬂbmm
product until the Drug Enforcement Administration makes & final decision.

The data and information in this submission have been reviewed and, o the best of my knowledge are certified 10 be trus and accurate.
Waming: awnllfwlyfalsesm is a criminai offense, U.S. Code, titie 18, section 1001.

f N s

requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications.

TYPED NAME AND TITLE DATE
Robert L. Gamnick, Ph.D., Vice President, Regulatory Aftsirs August 11, 1999
Telephone Number
1 DNA Way, South San nnclsco, CA 94080-4990 (650) 225-1202

Public reporting burden for this coliection of Informstion is estimated to average 40 hours per response, including the time for reviewing
instructions. searching existing data sources, gathering and maintaining the data nesded, and compileting and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for

reducing this burden to: - -
DHHS, Reports Ciearance Officer An agency may not conduct or sponsor, and 3

'perwork Reduction Project (0910-0338) - person is not required to nespond 10, a collection of

bert H. Humphrey Building, Room 531-H information uniess it dispiays a curmently valid OMB

X Independence Avenue, SW. control number.

Washington, DC 20201 -
Please DO NOT RETURN this form to this address

'FORM FDA 356h (7/97)

PAGE 2




Cross-reference:
/ NDA 19-676, S-016

Genentech, Inc.

1 DNA Way -
South San Francicco. CA 94080-4990

{650) 225-1000 June 24, 1999
FAX' (650) 2256000

Solomen Sobel, M.D.

Director

Division of Metabolic and

Endocrine Drug Products, HFD-510
Center for Drug Evaluation and Research
Food and Drug Administration

Attn: Document Control Room, 14B-03
5600 Fishers Lane

Rockville, MD 20857

Subject: NDA 20-522
Nutropin AQ® [somatropin (rDNA origin) injection]
Supplement — Labeling
Pubertal Dosing

Dear Dr. Sobel:

Reference is made to our New Drug Application, NDA 20-522, for Nutropin AQ®
[somatropin (rDNA origin) injection), initially approved on December 29, 1995.
As is reflected in the currently approved labeling, Nutropin AQ has been
determined to be bioequivalent to lyophilized Nutropin®, based on the statistical
evaluation of AUC and C_,.. '

A supplement providing clinical data to support the addition of a higher pubertal
dose for pubertal patients to the dosing section of the product insert has been
submitted to NDA 19-676 (S-016, submitted June 11, 1999). This Nutropin
supplement is therefore cross-referenced and the data contained therein is
considered to be applicable to Nutropin AQ, based on the established

- bioequivalence of the two products. This revised labeling for Nutropin AQ is
being submitted concurrently with the labeling supplement for lyophilized -
Nutropin in order to make possible a simultaneous review of the Pubertal Dosing
supplements for both Nutropin and Nutropin AQ.

-

20522-093 sub ss



Solomon Sobel, M.D.
June 24, 1999
Page 2

Enclosed is a revised package insert for Nutropin AQ" [somatropin (rDNA origin)
injection] with the bone mineral density claim added. The changes are indicated
by underlined text.

Should you have any questions regarding this submission please contact
Mr. Shawn Mclaughlin of my staff at (650) 225-1915.

Sincerely,
Akl L
Robert L. Garnick, Ph.D.

Vice President
Regulatory Affairs

20522-093 sub ss N



I Form Approved: OMB No. 0910-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: April 30, 2000
FOOD AND DRUG ADMINISTRATION See OMB Statement on last page.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE T Yo
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMAT‘IO_!L
NAME OF APPLICANT DATE OF SUBMISSION
Genentech, Inc. 4 : June 24, 1999
TELEPHONE NO. (include Area Code) FACSIMILE (FAX) Number (inciude Area Cods)
(650) 225-1202 (650) 225-1397

APPLICANT ADDRESS (Number, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

1 DNA Way
South San Francisco, California, USA  94080-4990
License 1048

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (i previously issued) NDA 20-522

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY

somatropin (rDNA origin) in Nutropin AQ®

HEMICAL/BIOCHEMF Wary) CODE NAM

recombinant human growth hormone € NAME (¥ any) _
DOSAGE FORM: NGTHS: ROUTE OF ADMINISTRATION: Y
liquid 10 mg vial - | subcutansous injection

(PROPOSED) INDICATION(S) FOR USE:
growth failure due to a lack of sndogenous growth hormone

*LICATION INFORMATION

Vi

ek GATONTYPE g NEW DRUG APPLICATION (21 CFR 314.50) 0 ABBREVIATED APPLICATION (ANDA, AADA, 21CFR 314.94)
O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE & 505 (b) (1) a 505 (b) (2) 0 507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION :
(check one} 01 ORIGINAL APPLICATION O AMENDMENT TO A PENDING APPLICATION 0 RESUBMISSION
0 PRESUBMISSION 1 ANNUAL REPORT O ESTABLISHMENT DESCRIPTION SUPPLEMENT 0 SUPAC SUPPLEMENT
O EFFICACY SUPPLEMENT B LABELING SUPPLEMENT 1 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER
REASON FOR SUBMISSION
To add additional pubertal dose to label
PROPOSED MARKETING STATUS- (check one) | PRESCRIPTION PRODUCT (Rx) 0 OVER THE COUNTER FRODUET (oTC)
NUMBER OF VOLUMESSUBMITTED _____1 ___ | THISAPPLICATIONIS  m PAPER 0 PAPER AND ELECTRONIC O ELECTRONIC
ESTABLISHMENT INFORMATION
Provide locaticns of all manufacturing, packaging and control sites for drug substance and drug (continuation sheets be used if necessary). Inciude name,
address, contact, telephone number, number (CFN), DMF number, and steps and/or of testing {e.9. Final dosage form, Stability testing)
conducted at the site. Please indicate mmnr(-mummor.lnu.mn ready. e m.(l
GENENTECH, INC. . ’ \
1 DNA WAY

SOUTH SAN FRANCISCO, CALIFORNIA 94080-4990

- -

"“!;s‘:::lof:;'neu(lm related License Applications, INDs, NDAs, PMAs, 510(i)s, IDEs, BMFs, and DMFs refer referenced in the current
o 3

™y
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I This application contains the following items: (Check all that apply)
1. Index
X {2 Labeling (check one) & Draft Labeling [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4. Chemistry Section
A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2) \
B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request) |
C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2) 4 1
5. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)
6. Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR601.2) ITEM 8.E: Phase | and Hi Final Reports
Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)
10. Statistical section (e.9. 21 CFR 314.50 (d) (6), 21 CFR 601.2)
11. Case report tabulations (e.g. 21 CFR 314.50 {f) (1), 21 CFR 601.2)
12. Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (¢))
14. A patent certification with respect to any patent which claims the drug (21.U.S.C. 355 (b) (2) or (j) (2) (A)) -
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k) (1))
17. Field.copy certification (21 CFR 314.5 (k) (3))
18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

CERTIFICATION

| agree to updale this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. if this application is approved, :wwmmummwmmmwwm

including, bmnotlmnedlolmfotmm
Good manufacturing practice reguistions in 21 CFR 210 and 211, 608, and/or 820.
amwmmmmmmmmcmpmeoo
Labeling reguiations in 21 CFR 201, 608, 810, 660, and/or 809.
|nmaud-mmmumumwmummmhz1cmm
. Reguiations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regnﬁommmmh21CFR314w$1431 600.80 and 600.81.
7. Local, state and Federal environmental impact laws.
if this application applies to a drug product that FDA has proposed for scheduiing under the Controlied Substances Act | agree not 10 market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, 10 the best of my knowiedge are certified 10 be trus and accurste.
| Waming: a willfully faise statement is & criminal offense, U.S. Code, e 18, section 1001.

IGNATURE TYPED NAME AND TITLE DATE
L/ Robert L. Gamick, Ph.D., Vice President, Regulatory Aflairs . June 24, 1999
ADDRESS (gmct. City, State, and 2P code) Telephone Number

1 DNA Way, South San Francisco, CA 94080-4990 (650) 225-1202

Publlcnpomngbummmhedmdemhwanwmm including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the dsta needed, and compieting and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for

oy

QUIAMN-.

reducing this burden to: -
DHHS, Reports Clearance Officer An agency may not conduct or sponsor, snd a
“anerwork Reduction Project (0910-0338) ) person is not required to respond 1o, a collection of

wt H. Humphrey Building, Room 531-H information uniess it dispiays a cumently valid OMB

: Avenue, SW. control number.

.shington, DC 20201 .
Please DO NOT RETURN this form to this address

FORM FDA 356h (7/97)
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3enentech,Inc. |
) » MDA NO. /G- L IEREF N0 O/
— NDA SUPPLFOR____ O£ 2
BT
Lo Len Frannscs. TA 95680-4990
(655 2251050 | June 11, 1999

FAe 650 225-600¢

Solomon Sobel, M.D.

Director

Division of Metabolic and

Endocrine Drug Products, HFD-510
Center for Drug Evaluation and Research
Food and Drug Administration

Attn: Document Control Room, 14B-03
5600 Fishers Lane ,
Rockville, MD 20857 -

REVIEWS COMPLETED

Subject: NDA 19-676

- Nutropin® [somatropin {fDNA origin) for injection] e
CSupeieme ling CSO ACTION:
P

ubertal Dosi > Owerer Cnas Owev
Dear Dr. Sobel: TN amALS AL

Reference is made to our New Drug Application, NDA 19-676, for Nutropin®
[somatropin (rDNA origin) for injection], approved on March 8, 1994 for treatment
of growth failure due to a lack of endogenous growth hormone (GH). This
submission provides a clinical data supplement to support the addition of a
higher pubertal dose for pubertal patients to the dosing section of the product
insert.

Genentech study M0380g, a Phase |li, Randomized, Multicenter Study of
Nutropin Treatment at Two Dosage Levels in Pubertal Children with GHD was
undertaken to investigate the hypothesis that the replacement dose of growth
hormone should be approximately doubled during puberty to emulate the
physiologic increase normally seen at this time. The Division stated in a letter
dated August 9, 1994 (copy included in this submission) that this single study will

be sufficient to support this new dosing regimen. In this study, pubertal subjects
were randomized to standard (0.3 mg/kg/wk) versus high dose (0.7 mg/kg/wk)

19676-093 sub ss
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Solomon Sobel, M.D.
June 11, 1999
Page 2

GH and followed to near-adult height. Aithough standard GH therapy can result
in mean adult heights within the normal range, adult heights are typically less
than the respective target heights, possibly due to an inadequate pubertal growth
spurt.

Adolescence is a time when GH and IGF-I levels are at their highest and
sensitivity to GH is at its lowest. The objective of this study was to show that the
higher dose is well tolerated, safe. and effective in improving adult height.
Patients who were diagnosed or treated late, were inadequately treated, are far
below the normal range for height, are growing poorly, have low IGF-I1 levels, or a
combination of the above, may benefit from the relatively short course

(2-5 years) of higher dose GH.

Adolescence is also a time of maximal bone mass accrual, coinciding with the
time of maximal GH secretion. It has been shown that GH deficiency in
childhood can reduce the peak bone mass attained, resulting in premature
osteopenia or osteoporosis, despite GH replacement therapy. A secondary goal
of the study is to determine the effect of GH dose during puberty on bone
mineral density at the end of therapy. DEXA scan data will be summarized in the
final report upon completion of the study.

Genentech proposes that the standard dose of 0.3 mg/kg/wk be recommended
for all pediatric patients, but that a dose of up to 0.7 mg/kg/wk may be used in
pubertal patients, at the discretion of the treating physician, and that IGF-I levels
can be monitored to optimize dosing and avoid excess GH exposure.

A paragraph describing study M0380g would also be included in the label.

This submission includes gh interim reportyor study M0380g, at a point where
approximately two-thirds of the-subjects had reached near-adult height, based
on the protocol-defined bone age criterion for treatment discontinuation. The
primary endpoint specified in the protocol was "adult height", defined as
epiphyseal fusion and no growth. In retrospect, it was unreasonable to expect
most of these subjects to meet this criteria for quite some time, as evidenced by
only a handful of subjects meeting the criteria at this time.

We elected to submit the data now based on the fact that over 80% of subjects
had discontinued treatment and 66% achieved near-adult height. Because_bone
age progressed equally in both groups and was similar at baseline, the last
measured heights could be used to compare the two dose groups.

-
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Solomon Sobel, M.D.
June 11, 1999
Page 3

An intent-to-treat analysis was also performed for all 97 subjects using the last
measured heights. The analyses performed (ANCOVA) were as specified in the
protocol.” Since the magnitude of the difference between groups for the effect on
adult height increases with continued treatment, the effects reported in this
interim report are considered conservative with respect to the impact of the
higher dose. Thus, we expect the final data from this study to show even greater
gains in the high-dose group than that contained in the interim report.

in 'addition to improving near-adult height, the higher dose produced significant
improvements in growth rate, height SDS, predicted height, and change in
height, while having no adverse effect on the rate of pubertal progression or

bone age advancement. The higher dose was in general not associated with an .

increased incidence of adverse events, confirming the known tolerability of
higher GH and IGF-I levels in adolescents. Laboratary parameters including

measures of glucose metabolism and antibodies to GH were likewise unaffected _

by the higher dose.

Genentech intends to file a safety update to this submission approximately four
months after this submission, which shouid contain complete and final safety
data for the study.

Two paper copies of this submission have been sent to the Agency, jacketed as
clinical, and statistical review copies. A CD-ROM (.

containing the entire archival copy of the submission and relevant SAS datasets
is also provided. Case Report Tabulations and Case Report Forms are
submitted electronically only. This CD has been checked for computer viruses
using Norton AntiVirus for Windows NT Workstation (with virus definitions dated
4/22/99), and is hereby certified to be virus-free.

We have-enclosed a revised package insert for Nutropin® [somatropin (rDNA

origin) injection] with our proposed changes added. The additions are indicated
by underlined text, and include annotated references.
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Solomon Sobel, M.D.
June 11, 1999
Page 4

éhould you have any questions regarding this submission please contact
Mr. Shawn McLaughlin of my staff at (650) 225-1915.

Sincerely,

WEIWNY

Robert L. Garnick, Ph.D.
Vice President
Regulatory Affairs

19676-093 sub ss




This submission contains information that constitutes trade secrets and/or}
is confidential within the meaning of the Federal Food, Drug, and Cosmetic
|Act (21 U.S.C. §331 [j]), the Freedom of Information Act (5 U.S.C. §552[b](4]
and 18 U.S.C. Section 1905) and 21 GFR Sections 312.130, 314.430, 601.50,
and 601.51 and may not be revealed or disclosed without the prior written
authorization of Genentech, Inc. |
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Food and Drug Admini 3
IND‘ A Rockville MD 20887 Feton
qﬁlq  RECEIVED
] , AUG1 5 1994
REGULATORY AFFAIRS
Ga:ented:, Inc.
Attention: M. David MacFarlane, Ph.D. AG 9 Iead
Vice President, Regulatory Affairs
460 Point San Bruno Boulevard
South San Francisco, CA 94080
Dear Dr. MacFarlane:

Pleasc refer to your Investigational Application (IND) for Nutropin [somatropin
(rDNA origin) for injection], IND :

We also refer to your communication dated September 22, 1992, requesting input from the
D:vmonregardmgthemtyoftwodxmal tnalstompport a new dosing regimen for
growth hormone in pubertal children. =

We further refer to your annual report dated April 20, 1994, which included, among other : .
things, the same request (tpeuﬁally, a request that you be provnded. in writing, confirmation

of the telephone conversation between Dr. Ursala Fritsch, of your office, and Ms. Lana
Braithwaite (now Pauls) of this Division on August 17,1992, in which she indicated that only
one clinical trial would be required.

We have completed our review of these submissions and have the following comments:

The single study, identified as M0380g, will be sufficient to support a new dosing
regimen in pubertal children.

Should you have any questions, please contact Ms. Lana Pauls at (301) 443-3510.

Your cooperation is appreciated.
Sincerely yours,

sl
Solonlon Sobel, M.D.
Director
Division of Meubolum and
Endocrine Drug Products (HFD-510)
Center for Drug Evaluation and Research



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OME No. 0910.0335

Expiration Date: April 30, 2000
FOOD AND DRUG ADMINISTRATION See OMB Staternent on last page.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
QNTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUBER
(Titie 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION—
NAME OF APPLICANT DATE OF SUBMISSION
Genentech, Inc. ' June 11, 1999
TELEPHONE NO. (include Area Code) FACSIMILE (FAX) Number (inciude Area Code)
, (650) 225-1202 (650) 225-1397
APPLICANT ADDRESS (Number, City, State, , ZIP Cocle or Mai Code, and AUTHORIZED U.S. AGENT RESS
ARPL =S (A Y Smu. iy, Country, or ancr S‘FAX NA”E:A%)CABLE(W Street, City, State,
1 DNA Way
South San Francisco, California, USA  94080-4990
License 1048

PRODUCT DESCRIPTION

[EW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (it previously issued) NDA 19-676

ESTABLISHED NAME (e g Propcrnmn, USP/USAN name) Y (trade name) IF ANY
n (fONA Wﬂo
CODE NAME (¥ any) _
: STRENGTHS: ROUTE OF ADMINISTRATION: =
tyophilized Smg vial,10mg viad subcutansous injection -
(PROPOSED) INDICATION(S) FOR USE: z
qrowth failure due to a lack of endogenous growth hormone
SLICATION INFORMATIQN'
| fgf&'%ﬁ;‘o" TYPE  NEW DRUG APPLICATION (21 CFR 314.50) {1 ABBREVIATED APPLICATION (ANDA, AADA, 21CFR 314.94)
1 BIOLOGICS LICENSE APPLICATION (21 CFR part 601) '
1iF AN NOA, IDENTIFY THE APPROPRIATE TYPE m 505 (b) (1) 0 505 (b) (2) o 507

S B el e e e e e
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug of Approved Application

TYPE OF SUBMISSION
(check one) 3 ORIGINAL APPLICATION 3 AMENDMENT TO A PENDING APPLICATION 3 RESUBMISSION
0 PRESUBMISSION 3 ANNUAL REPORT a ESTABLISHMENT 'DESCRIPTION SUPPLEMENT a SUPAC SUPPLEMENT
@3 EFFICACY SUPP_EMENT B LABELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER
REASON FOR SUBMISSION
To add additional pubertal dose to jabel
PROPOSED MARKETING STATUS (check one) @ PRESCRIPTION PRODUCT (Rx) ) OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMESSUBMITTED 8 [-THISAPPLICATIONIS 0 PAPER @ PAPER AND ELECTRONIC 0 ELECTRONIC

ESTABLISHMENT INFCRMATION

Prwdelocauonsofanrmmfaaumm cuwmbrawmwdrugputn(mdmm be used if necessary). Incl

address. contact, telephona number, number (CFN), rurr“andmfacnnnnmps of testing (e.g. Final dosage form, Stabduytesung)
contrjuctedalmesne Please indicate mmnr(a;ymbrummor. when be ready. e
GENENTECH, INC.

1 DNA WAY
SQUTH SAN FRANCISCO, CALIFORNIA 94080-4990

sr:gu;ences(nsmmdmmmnm&mmm&mmmmwmhmw
cation

[ NDA 20522, IND =~

FORM FDA 356h (7/97) » . Creamd by Elecyonic Document ServicesAUSDHHS: (301) 443-2454
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This application contains the following items: (Chaokall that apply)
X 1. Index paper/electronic ‘
X 12. Labeling (check one) B Draft Labeling OJ Final Printed Labeiing paper/electronic
3. Summary (21 CFR 314.50 (c))
4. Chemistry Section
A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)
5. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)
6. Human pharmacokinetics and bicavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)
7. Clinical Microbiology (e.g- 21 CFR 314.50 (d) (4))
8
9

Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)  paper/electronic
Safety update report (e.9. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2) -
10. Statistical sectlon (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)
11. Case report tabulations (e.g. 21 CFR 314.50 () (1). 21 CFR €01.2) electronic
12. Case reports forms (e.g. 21 CFR 314.50 (1) (2), 21 CFR 601.2) electronic
13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))
15. Establishment description (21 CFR Part 600, if applicable) : =
X | 16. Debarment certification (FD&C Act 308 (k) (1)) paper/electronic
17. Field copy certification (21 CFR 314.5 (k) (3))
18. User Fee Cover Sheet (Form FDA 3397) paper/electronic

19. OTHER (Specify) Disclosure of financial interests of clinical investigators (paper/electronic)

CERTIFICATION

1 mmwmmwmmmmmummmmmumwm
| 'Naimi;gs, precautions, or adverse reactions in the draft labeling. | agree 1o submit safety update reports as provided for by regulation or as
{ requested by FDA. If this application is approved, | agree 10 comply with all appiicable laws and regulations that apply to approved applications,
including, but not imited to the following:

1. Good manufacturing practice reguiations in 21 CFR 210 and 211, 608, and/or 820.

2 wmm«mnﬁ CFR Part 800.

3. Labeling reguistions in 21 CFR 201, 608, 610, 660, and/or 809.

4. in the case of a prescription drug or biclogical product, prescription drug advertising regutations in 21 CFR 202

5. Reguiations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

6. Regulations on reports in 21 CFR 314.80,314.81, 600.80 and 800.81.

7. Local, state and Federal environmental impact igws.
if this application applies to a crug product that FDA has proposed for scheduling under the Controlied Substances Act | agree not 10 market the
product urtil the Drug Enforcement Atiministration makes a final decision.
The Jata and information in this submission have been reviewed and, to the best of my knowiedge are certified 10 be true and accurate.
Wamning: s wilifully faise statement is a criminal offense, U.S, Code, title 18, section 1001.

SIGNATU TYPED NAME AND TITLE DATE
v Aobert L. Gamick, Ph.D., Vice President, Regulatory Affairs June 11,1999
"ADDRESS (Street, City, Siate, and 2IP eode) Telephone Number
1 DNA Way, South San Francisco, CA 94080-4990 (650) 225-1202

M Public reporting bu-den for this collection of information is astimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this coliection of information, including suggestions for -

seducing this burden t0:
~ 'S, Reports Clearance Officer An @gency may not conduct or sponsor, and a
~ vork Reduction Project (0910-0338) ) person is not required to respond 10, a collection of
« H. Humphrey Building, Room 531-H information unless it dispiays a cumrently valid OMB
s INGEPENdence Avenue, S.W. control number.

Washington, DC 20201 -
Please DO NOT RETURN this form to this address

FORM FDA 356h (7/97)

L
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Rockville MD 20857

NDA 19-676/S-016 JUN 28 199

Genentech, Inc
1 DNA Way
South San Francisco, CA 94080-4990

Attention: Robert L. Garnick, Ph.D.,
Vice, President, Regulatory Affairs

Dear Dr. Garnick:

We acknowledge receipt of your supplemental application for the following:

Name of Drug: Nutropin® [Somatropin (rDNA origin) for Injection)
NDA Number: 19-676

Supplement Number: S-016

Date of Supplement: June 11, 1999

Date of Receipt: June 14, 1999

Unless we find the application not acceptable for filing, this application will be filed under
Section 505(b)(1) of the Act on August 13, 1999, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation II

Attention: Document Control Room 14B-19

5600 Fishers Lane

Rockville, MD 20857

B S}ﬂ(/r}l'y//g‘ 7\ / / C -~
“Enid Galliers
Chief, Project Management Staff -
Division of Metabolic and Endocrine
Drug Products, HFD-510
Office of Drug Evaluation II
Center for Drug Evaluation and Research

ccC:

P -/8 DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
L JC

Food and Drug Administration



NDA 19-676/S-016
Page 2

cc: :
Original NDA 19-676/5-016
HFD-510/Div. Files
HFD-510/CSO/C. King

filename: C:\WPFILES\19676ACK.WPD

SUPPLEMENT ACKNOWLEDGEMENT



